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To The Editor 
 
We welcome the recent report by the SPIROMICS investigators [1], repeating our 2010 ECLIPSE 
analysis [2] describing exacerbations in chronic obstructive pulmonary disease (COPD) over three 
years of follow-up in a prospective and well-characterised patient cohort. 
The major differences between the studies are the inclusion of patients with mild (GOLD Stage 1) 
spriometric impairment in SPIROMICS, and that fewer patients in SPIROMICS than ECLIPSE reported 
exacerbations in the year prior to study entry (24% vs. 47%).  The relative proportions of GOLD stage 
1/2/3/4 patients were 25/45/22/8% (n=1105) in SPIROMICS and 0/44/42/14% (n=2138) in ECLSIPSE.  
With these differences in mind, and given that exacerbation frequency was associated with more 
severe airflow obstruction in both cohorts, the results are similar: we reported that 12% of the 
ECLIPSE cohort had frequent exacerbations in each of three years follow-up, and 23% were 
exacerbation-free for three years, with the majority following a more variable course (SPIROMICS 
reported 2% and 51% respectively).  Moreover, for patients having no exacerbations in year 1 and 
year 2, 85% in SPIROMICS and 74% in ECLIPSE had no exacerbations in the third year, and for those 
having two or more exacerbations in years 1 and 2, 51% in SPIROMICS and 71% in ECLIPSE had ≥2 
exacerbations in the third year also.  In both cohorts, by far the strongest predictor of future 
exacerbation risk was past exacerbation history.  Specific percentages will inevitably vary between 
studies.  Importantly, neither ECLIPSE nor SPIROMICS recruited representative populations.  Similar 
messages do appear in large primary care databases [3], where the challenges are reliable COPD 
diagnosis and accurate recording of exacerbations. 
Exacerbations contribute to much of the morbidity, mortality and therefore health-care costs 
associated with COPD.  A stratified-medicine approach to the prevention of exacerbations is central 
to cost-effective delivery of health-care.  In all patients with COPD, ask about past exacerbation 
events regularly, and as a minimum annually. Only deploy prevention interventions in those at risk of 
future events.  Do not use these routinely in patients who are not at risk: relative resistance to 
exacerbations is the most stable phenotype and the reasons for this deserve further study.  A further 
major unanswered question is how to escalate and de-escalate pharmacotherapy in response to 
changes in exacerbation frequency.  Only by addressing such questions can we aim to improve the 
outlook for all our patients with COPD – whether they exacerbate frequently, intermittently, or 
never. 
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